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Abstract

Objective: This study aims to utilize and analyze the FAERS database to investigate the real-world
drug safety of tafamidis. Methods: Reports received in the FAERS database between Q2 2019 and Q3
2023 were extracted for descriptive analysis and disproportionality analysis. Safety signal detec-
tion was performed using the Reporting Odds Ratio (ROR) at both the Preferred Term level and the
System Organ Class level. The characteristics of the time-to-onset curve were analyzed using the
Weibull Shape Parameter (WSP) test. The cumulative incidence of tafamidis-related adverse events
(AEs) was assessed using the Kaplan-Meier method. Subgroup analyses were conducted based on
whether the reporter was a healthcare professional and the patient’s gender. Results: From Q2 2019
to Q3 2023, the FAERS database received 7568 reports of AEs involving tafamidis as the primary
suspect (PS). Among the top 50 most frequently reported AEs, 16 were identified as significant sig-
nals. Gout was the AE with the highest ROR value (ROR 6.16). The median time to onset for tafamidis-
related AEs was 184 days, and the WSP test indicated an early failure-type profile. Additionally, this
study provided evidence of differences in AEs between male and female subgroups. Conclusion: The
study not only identified known significant signals but also several unexpected significant signals,
and found that the risk of tafamidis-related AEs decreases over time. This study helps enhance clin-
ical professionals’ understanding of the safety profile of tafamidis.
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1. v48

B HUIR B B VB AR AR M (transthyretin amyloidosis, ATTR) & —Ff & & A fir () R G M, AR E
N HE HUR IR ER 8 B (transthyretin, TTR)K R E M AE LT 4EE AL 71 57 B DIAR[1]. A TTR 2 H
JEREE R, IR IEGL T CARVRDY SRR IR RAFTE . 2 TTR AT ER, DURAS MR Nk, XL
ETTRETE UE R RE LTS, HRAEAMAME . OE. BRI BRI IS5 38 B v e s ORI 51 R A R
IR .

ATTR MIGRFHERINZ RG22, FHIE WS SRS H 4 AR [2] [3]. HATLA
ATTR R 2 R X 50T 5, H L B SRAT R A B U5 AN B o 3% HR IR R B e AR A PO UL
Ji (transthyretin amyloidosis cardiomyopathy, ATTR-CM)j& ATTR = ZiF R KA 2 —. 1ZIEF A0
B2 BRI, AT TCRERIRES & e 2 B IR RR I . ATTR-CM B E L2 5 (1) Th AL A A7 [A]
43 2 57 MH[4][5], REHUEE RATET ORI RAE, Wit Jj3Es . O R # B8R E6]. BFFK
B, ATTR-CM HBFOAFTHZIN TTR HARMALR SECOIURIE N IEM FELF 48 &3 n, dk—55 k0=
B IS, AL R ) 0 IS J O I BB R AE o IR Ah, IR R S5 3T B 1 TTR R AR AT IB N LT
Ji, 7S LA IR R AR R B S B R AR 0, 2B RO B R K&K D RE RS .
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2%, ATTR-CM [IRITIEFRBONT IR o BREZMRC S R RO R 5 S R 1R T 41, IR A B 0
WA R AE 8 PN R IO e T FE (1] [7] (8] 20, #E B HAEMLLIE ATTR-CM JZjp it f U5 T
MEIISR A PR o IR SE BRI TG 1 2 Phik, BFE2 B AR E. FARRKE & AT B RE
HIE BMHE R B G700 51 R 1 S 7 TR, DUROR G W A B i R8s w7 45 (] R [9]

SRR & —Fh TTR Fo08 I SR FFREE AT A Y, AR ARSI R AR PE[10]. Z25Eid ok
FAFEFERZE G2 TTR MHURIRRS A0S, Miifaw TTR VUMM IR LsH, i VU R AR e
AR, B IEVERAEDIR, AT SEELNT ATTR-CM HIEIT[11]. 75— T K 441 f5) ATTR-CM &3 (1) 1
I RS (NCT01994889) 12252 SR MR 6 YT 1) A6 8 AHLE A DR A T Z R0 4 (R e 26 7 THI 35 i 3 IR T ¢
R0 (PFA% 77925 Finkelstein-Schoenfeld i) [12]. Bb4b, FETZ%3R056 1K HIZE M HF 7T (NCT02791230) 7K
BN, S SRR T I R A IR AR T KRG 5 22 TR 1) 21 55 25 PRI, BRI v ik 41% [13] SEUKMEFRSE TTR
FERIR I, N ATTR-CM B 4L T A T ik #%

F T 2GR e R, SRR TE 36 [ £ 5 24 5 B B R (FDA) /i A2 PR A3 T A0 LZG 0 « 1R
MR TE G SRS VP AR . BUE 2023 4, SURMEER )2 ME—3K FDA #t#E A TR97 ATTR-CM 11
2. [EERNZ, BT ATTR-CM I 12 Wi I A R e IR IR B T i (A G PR, 5% T &R IR 24
Wy Ak IR R FE A AN AL, M DAL 31 %5 LA AS K 3£ (adverse events, AEs). [Hit, 1117 i xS 2 e
R 25 2 Ak W I 5645 T v L B

HH 355 [ £ 5 24 o B BHE B R (FDA)4E4 1) FDA A R F - RG(FAERS) Bl &, 2 — /M7
BN ARMEBIEE, FEH TWERNAEAES 2400 ARSI SR RFAE R, SR EAR
T25EIE . F255HR. 259 ot B 145 . FAERS $uil RS, R4eMRRAKNZAMAR
SRS B 2 — o #2023 R =R, 120 E O R Uil id 2000 54515 R AT 5000 7 6
ANRFM(AE)IR S . FAERS H4% w12 F T 29 mimt /e, 2% F BRI . BEAE O 2 U 92 AR
IhFIH FAERS #H e xof B Stk 5t b 1 254 2 A M EAT T VP4l . 0, Yamin Shu K& IL[RIFFRIH FAERS
BE FEVAL T R LRSS R B BiE A AN R EEE[14]. Menglin Guo. Santa Cirmi %5 A3 5IVEAY T e
E ) 5 T R VA ) R AE T IS 1 22 A PE[15] . R Al SR MR 7E EL St b ) 259 e Ak, FRATTMN
FAERS 4l 2 R 4R B 7 SUORMEER (S FH 5 ARG AN R FHAs, 48 LT R 1 — T [l i 2 245 0 st 7
R FE R A B T 18 R EORMERR GRS A, IR AT Tl R EE K S N 1E.

2. ANEFHE
2.1. Google #9347

JUE 4R M TOR A AR AL O Els , FRAT1IET Google #4 % (https://trends.google.com/trends) B
T 2019 4% 2023 4R “tafamidis” — il A ERIE A HE . 1285 RUAXVE S AR, W
BN 0 2 100, filtn, #2405 KA IR T 100 4, i 2403 A — 1 A U0 54 50,
WL . FE T80, BRATESS T “tafamidis” 4sBRIGRISE FGEAAR L, FEUR I AR IH 300 1648 2% 04 R
BB R -H AN E
2.2. BUEKiR

AWFUHET FAERS Bd BT R 100 T SURMRER (1SSt S 25 W08 it 7t . FAERS 8 5 B A e K
FOBCE A B (S RSl S0 = 50,659,288) . HI T-SUAMEMRIE N A TTR A2/, T 2019 43k 7F FDA
HEvE, AN SREL T 2019 4E55 2R 4% 2023 455 — 7% 5 11 (8] (R AH OCHR 75 B8 34T 0 . FAERS %1
8 22 2 AT RO PERG i, ANTIE FOAE R G rp DA 35008 AT b A0, AR Rt R E R AD%s
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IGAAFAE(DEMO); 25415 K., BIEZMARR. AZREANES%(DRUG): A RFMEE, WiFH4
PR LG ESH(REAC): LR ZGWIIGRT RS 2, AT AR 4T H HI(THER).

2.3. HuETAbE

NN TR S &, AT SR B AT 7 A3 1) B8, BEORMERIE N
AT HERE4 . 7 18 2 75 75 78 1] FAERS 048 FEHE S A R B T I8, ] R4S FH 245 P 1) 368 FH 44 B0
a4 PRI ASHIE I8 AE SO A R b [R) I 7 SRR MR R PRI 44 5578 i 4, DL S 80 8t - AT FAERS
B EE R R 7 2019 FEEE 2R 2 2023 AR =T A, R e SURRERR 818 M BE 254 (primary
suspect, PS) I, T FIAS 2 a A0 45 “tafamidis” . “Vyndagel” . “Vyndamax” & “tafamidis meglumine” .
A, W1 T FAERS #ufls e A B HBh £ HIhRE, FATKHE CASEID. FDA_DT 5 PRIMARYID X4 2
ITEELE, BAINENE AL &5, R (EFERE KRS ) (Medical Dictionary for Regulatory
Activities, MedDRA) % 26.1 Wi K153 JZ2 4514, FATHE RS0 45 H 7325 (system organ class, SOC) AR 1 A 7 (pre-
ferred term, PT) & N AT 7 I3 HT)Z 9 . MedDRA & —EH TSR 25 hiEM . W . 292 &l e s
AR FEARE RS, 22 A G RS A B AL T AR ARIEAR R . IR BN H oy E 450, A
1. SOC (R HE/2). HLGT (M AIE). HLT (RZiARiE). PT (LEARIE) A LLT (IRFARTE). H
H, SOC /& MedDRA HIs /3 K EH, EHEW RNEZRFNZE: PT M BAARMERSGSHAE, 4
wm =717 B CLEE .

2.4. RS
AT A bR R AT 1 SR MR AR G T BEAT A, JRRES T AR IR RS AE, A

FAERS database
2019Q2-2023Q3

-

DEMO
N=8,430,706

Duplication records
n=1,201,244

DRUG remove duplication Primaryid Primaryid

N=28,675,222

DEMO remove duplication
N=7,229,462

REAC remove duplication
N=21,621,200

Adverse events reports of
tafamidis as the primary suspicion
N=7,568

Tafamidis-related preferred terms
N=19,547

Descriptive analysis

Disproportionality analysis

Time to onset analysis

Subgroup analysis

DEMO demographic and administrative information, DRUG drug information, REAC adverse event details, PS primary sus-

pect drug.

Figure 1. Flow diagram of this study
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A, ERaH. MEES. MEERREED.
2.5. bR

FEARTI R, BATESEAE SOC JZ HX F AR MR AES BEAT 7047, THE & 2B R FAFAIHR & 3L
. 75 HufE b (reporting odds ratio, ROR) A H: 95% & {5 [X [fi] (confidence interval, Cl). BfiJ5, £ PT JZ1H,
ARG T A R FAFATHT , Tk a0 50 47 8 i s A R F:4F, IR X R ROR {5
95% B (5 IX [, ROR HI T IPAl A MERR 545 E A R FAF 2 (B (-, CAERBMER T FAERS Hdi 1
WA R R N, ARG FIWRMEVE WL A2 [16] [17]. 7E PT EHtid, BATHEG T 54500
FETC Pt FEAE) . 77 ot (o) R (L b % e s AR 0] RS ) A DR (R 48ds , LA S ATTR-CM A 5 51 2 )
Mo T ZHRFHITE H I, ATTR-CM [ 3= Zilm PR3 AL 55 OR B 5 170 KK 0 g 3808 o o R S At 3 BEL
[18]. TEARBFFH, MELZAMIREE e C: 1 PT B 754 ROR FiEAE k. HARSE FDA
BT RS 245 it 15 W o B AN R A

2.6. ECIRETIE 4T

AR [A] (Time-to-onset)i@id DEMO F##i & hid sk A B F44 & 48 HIH(EVENT_DT)5 THER F
Kl B S 1R 9T E G H (START _DT) 2 (8] (R R (I B@ i+ 55015 o FEAR T op, JRATHERR T H A
R H . Bk, BURYT IR H M T A R B4R HIRS . BdlE o dr R A Ar g, 19 50 his
& Weibull F214R 2 51 (Weibull Shape Parameter, WSP):36: . WSP 4856 FH - U B AN R SR & A2 IR 1) AR Ak
%o it WSP ISR LIS H o STORSH B, A B T0 € 70 A s B R 5T IR E. o, B
WSH P TS % SARRIA] BT RSP, BARSRITR: <1 HH 95%E(EIX[H <1, KR
FHIRAS B A 10 RS B B [ 3t el (R “ AR 25 ” 55X)s =1 HH 95% B S XA A 1, Rom KU BT
TR A (B “BEHLRRCR” #R); > 1 HIL 95% BFIX (8] > 1, FomRKUKHE 8] _ETHED “ a2k 3L
R ) [19]. MAN, ALK Kaplan-Meier i:2 8 7 SRMBRAA R EH BRUR A R IL

2.7. WERSHT

o, AR TG F RGN T AT T WA BT R HERR IR Sk
Mkt SREHERST T N S HEBT £l N RARAC SRR ARG AEs #4578 PT 201k il i
BT 50 AL RF4F; IR ROR JH 95% CI, A5 SHaill.

Rk, AR T 2 St AT T BARTNEWTR : HEBRIE NG B a e ik SRV
S4B E M EORMERR A O¢ AEs #R: 7E PT 240, 4 hil ik th &A1 R &5 S0 RT 50 ArA R 5
fF: JEIHHEI ROR K3t 95% CI, BLHEAT(S S48l

FEARWFFTH, ROR &I 95% Cl /i@t 5 FAERS i 12 A it HL 42 B HEAT Lh i i S48t i o 508 Ak
#5451t 73 348 A Microsoft Excel 2019 Al R 1 {1 hiu 4 4.3.1 14T . 4% 8 F Microsoft Word 2019 1k,
EIEIRH R BAEIRAS 4.3.1 2] o b1 T ASHIE 50 B4 FH I 80 50 0 A PSR HL CBE 44k, e R i &
fLHE

3. &R
3.1. Google #9347

2019 FE % 2023 4E[A], SIEMEFRIE4FRTEE N Google # R/ T 4154 £ 73.12 28], FHH
54.04 (7F: #HEMNE SRS N 100, #RAE N —FF155 8 50). K 2020 F45, FIARMERK
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Figure 2. The result Google search heat data from tafamidis in the Google Trends. (a) Google search heat chart for tafamidis
worldwide from 2019 to 2023. (b) Overview of Google search heat for tafamidis in countries around the world between 2019
and 2023.1

2. Google #H R FAMBL IS RMELERE. (a) 2019 £ Z 2023 i8], SAMELELIKEERAY Google R
BEZLE. (b) 2019 FZE 2023 FHAE), SARMERYEXEH Google ERMREHT

3.2. {EiRE S

1E 2019 4E45 — AR 2023 4E55 = 2= WIA], FAERS il PE2L 820 T 8,430,706 130tk ss . 5%
FEEIq, FRMIIRE 7,229,462 13, HA¥ KEFRMIRIEN PS 5] KA R FHF RS H 7568 4y,
PT 34t 19,547 T, 7EXSeREA, BT LI 72.6%, HEE T LME(17.8%), B 9.6%[HR 5 6t
KMERME (L 1), FRATJ5H, DL 65~85 % ABEfE %, /At 58.8%:; X4 85 % LL b A##(19.8%):

BRSO R T R B
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NPT N 50.6%, i ARERIT AN 51(48.2%), F3H L.2% MR i SRR 5 & . MMIR A1
KE, EE GG ABUR 72.0%, HKAHA(7.0%). 7% (6.9%). M5 K (4.3%) A1 F (1.9%), HAbE K
Hitdteh 7.9%, MEBERZHEMS N 2023 (N = 2478), HIKN 2022 F(N = 2194) (&l 3).

Table 1. Summary of basic demographic and clinical information.
# 1. EXAOFESIRKERHR

REIE Wi, n LA, %
SR 7568
P
Stk 5498 72.6
it 1345 17.8
KA 725 9.6
FW (D)
<65 269 35
65~85 4449 58.8
>85 1495 19.8
AREN 1355 17.9
e N7
i YN 3826 50.6
E| /g 2 Y NA 3648 48.2
KA 94 1.2
e
FE 5450 72.0
H 4 529 7.0
% 519 6.9
mEX 324 43
T 146 1.9
Fofth[H 5K 600 7.9

3.3. EeBlkEES

HAEMERRAE SOC JZZI) AE S MU A5 S 0B 4. BATEBL, SRR G KA RIS K
26 MEE RS, HHAFE ROR FIEbRIHEN 23 SOC a4k: (OEgs, RS EFREE, SaMHRhis
RPTRAIAEDL, WPICRG . Bl KRR, MR RGN, H ORI, DARAMRES N ERHEIES . 1E
PT JZ 40, SEMERRAR ST 50 A7 55 W 75 AOAS R SHF 4 iy B0 S A5 5 3 LS 5 Rty RHEA 1T+
WA RFARUCN: RN =7, BB A&, T/ k&, COVID-19. 85 KAMNE K. FiR 5
th 16 WUAA BEF SRS, HrbEE, o). CI2RERG . K. WU 5 5575 RO 2 i it i i
COBIRK PN EEE S, MEMESr. R, =, k%, A&, COVID-19. FhE MK, MK, 1
o B L 55 D DA RAE 24 B P R L I RORE A B S T
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Figure 3. The number of annual tafamidis adverse events reported to the FAERS database

2020 2021

Reporting year

3. SRMELZFTE FAERS BUIRETREN T REGHE

2022

2478

2023

SOC name N ROR(95%Cl)
Cardiac disorders* 2331 ; —— 6.69 (6.41-6.99)
Musculoskeletal and connective tissue disorders 674 I 0.66 (0.62 - 0.72)
Neoplasms benign, malignant and unspecified 173 b : 0.22 (0.19 - 0.25)
Immune system disorders 139 - 0.58 (0.49 - 0.68)
1
Renal and urinary disorders 446 o= 1.09 (0.99 - 1.20)
Gastrointestinal disorders 1015 oot 0.64 (0.60 - 0.68)
Metabolism and nutrition disorders* 558 b= 1.49 (1.37 - 1.62)
Vascular disorders 396 e 1.08 (0.98 - 1.20)
General disorders and administration site conditions’ 4834 ; - 1.54 (1.49 - 1.59)
Pregnancy, puerperium and perinatal conditions 2 H | 0.03 (0.01-0.11)
Injury, poisoning and procedural complications 2283 W 0.98 (0.94 - 1.02)
1
Infections and infestations 736 W 0.67 (0.62-0.72)
Respiratory, thoracic and mediastinal disorders* 1094 3= 1.26 (1.18 - 1.34)
Congenital, familial and genetic disorders 47 = 0.87 (0.65 - 1.15)
Nervous system disorders* 1601 e 1.12 (1.07 - 1.18)
Skin and subcutaneous tissue disorders 378 H X 0.32 (0.29 - 0.35)
Blood and lymphatic system disorders 98 o : 0.29 (0.24 - 0.36)
Eye disorders 189 Ll E 0.50 (0.44 - 0.58)
Investigations 1075 ) 0.94 (0.88 - 1.00)
Hepatobiliary disorders 94 - 0.59(0.48 - 0.72)
Psychiatric disorders 457 . : 0.42 (0.38 - 0.46)
Ear and labyrinth disorders* 353 X p— 4.48 (4.03 - 4.98)
Reproductive system and breast disorders 64 — 0.50 (0.39 - 0.64)
Social circumstances 94 i 1.03(0.84 - 1.27)
1
Surgical and medical procedures* 343 : s 1.25 (1.13 - 1.40)
Product issues 33 " ! 0.09 (0.07 - 0.13)
Endocrine disorders 40 == 0.79 (0.58 - 1.07)
00 10 35 70

ROR: reporting odds ratio; ClI: confidence interval, * Indicates statistically significant signals in algorithm.

Figure 4. Signal strength of reports of tafamidis at the System Organ Class (SOC) level in FAERS database

Bl 4. SIEWERAE FAERS BiEESTRSRE DX (SOC)RENTREHREESRE
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PT name N ROR(95%CI)

Dyspnoea* 439 : 2.67 (2.43 - 2.93)
Fatigue* 326 ey 1.31 (1.18 - 1.46)
Fall* 258 : 2.67 (2.36 — 3.01)
Malaise* 241 , —— 1.91 (1.68 - 2.17)
Asthenia* 202 ! —— 1.91 (1.67 - 2.20)
Dizziness* 177 e 1.29 (1.11 - 1.50)
Covid-19* 153 et 1.30 (1.11 - 1.52)
Diarrhoea 187 0.66 (0.56 - 0.79)
Peripheral Swelling* 127 ! —— 2.07 (1.74 - 2.46)
Pneumonia 105 — 1.05 (0.87 - 1.27)
Pain 86 : 0.37 (0.30 — 0.45)
Pain In Extremity 83 —— 0.97 (0.78 - 1.20)
Cough 80 e 0.87 (0.70 - 1.08)
Nausea 78 | 0.35 (0.28 — 0.43)
Memory Impairment* 74 E —— 1.73 (1.38 - 2.17)
Hypotension 73 i 1.23 (0.98 - 1.55)
Pruritus 72 bt 0.61 (0.48 - 0.77)
Arthralgia 72 b 0.53 (0.42 - 0.66)
Back Pain 72 i 1.07 (0.85 - 1.35)
Decreased Appetite 71 —r— 0.99 (0.78 - 1.25)
Somnolence 66 ﬁ*—l 1.15 (0.90 — 1.46)
Chest Pain* 66 e 1.46 (1.14 - 1.85)
Urinary Tract Infection 66 (=o= 1.22 (0.96 - 1.56)
Abdominal Distension* 60 : —— 2.10 (1.63 - 2.71)
Constipation 59 e 0.90 (0.69 - 1.16)
Hypertension 58 i 0.93 (0.72 - 1.20)
Rash 58 i 0.40 (0.31 - 0.52)
Insomnia 55 H—E‘ 0.79 (0.61 - 1.03)
Acute Kidney Injury 54 i 0.78 (0.60 - 1.02)
Headache 51 ' 0.28 (0.21 - 0.36)
Sepsis* 50 {— 1.56 (1.18 - 2.05)
Arthritis* 45 Lo 1.72 (1.28 - 2.30)
Hip Fracture* 45 0 4.85 (3.62 - 6.50)
Abdominal Discomfort 44 —— 0.77 (0.57 - 1.03)
Dehydration 44 'i—-—« 1.30 (0.96 - 1.74)
Syncope* 42 e 1.52 (1.13 - 1.98)
Abdominal Pain Upper 42 == 0.70 (0.52 - 0.95)
Loss Of Consciousness 38 i 1.16 (0.84 - 1.59)
Anxiety 36 0.42 (0.30 - 0.58)
Swelling 35 e 1.08 (0.78 - 1.51)
Thrombosis 34 E—-—c 1.38 (0.99 - 1.93)
Pyrexia 33 ! 0.32 (0.23 - 0.45)
Depression 33 == 0 0.58 (0.41 - 0.81)
Gout* 32 , 6.16 (4.35 - 8.72)
Haemorrhage 32 —— 1.06 (0.75 - 1.50)
Muscle Spasms 31 —— 0.63 (0.44 - 0.90)
Anaemia 30—, 0.56 (0.39 — 0.80)
Chest Discomfort 28 - 0.93 (0.64 - 1.35)
Nasopharyngitis 28 il 0.48 (0.33 - 0.70)
Haemoglobin Decreased 23 i 0.80 (0.53 - 1.21)

0.0 10 5.0 10.0

N: number of drug-related PT; ROR: reporting odds ratio, Cl confidence interval; * Indicates statistically significant signals in algorithm.

Figure 5. Signal intensity of tafamidis at the Preferred Term (PT) level in the FAERS database
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Table 2. Time-to-onset analysis of tafamidis adverse event signals
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Figure 6. Cumulative incidence of tafamidis-related adverse events
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Table Al. Example of FAERS database duplicate report removal rule
= AL FAERS ¥U#E P & & 1R &5 M BR AL 7 151

CASEID FDA_DT PRIMARYID DELETE OR SAVE
2652008 50246208 72532041 DELETE
2652008 50246456 72542133 SAVE
2623801 50246132 26547032 DELETE
2623801 50246132 27537538 SAVE

Table A2. Summary of algorithms used for signal detection (a: number of reports containing both the suspect drug and the
suspect adverse drug reaction; b: number of reports containing the suspect adverse drug reaction with other medications (except
the drug of interest); ¢: number of reports containing the suspect drug with other adverse drug reactions (except the event of
interest); d: number of reports containing other medications and other adverse drug reactions. ROR: reporting odds ratio)

= A2. BTESHNTRAEENER(2: FNESFATRAYRARTRANMRMRERE; b: BEFRIRY
MR BHEEMAYERSTHINRERE; c: ESTRAYERBEMT RAYRMERITEHIN IR
HHE; d: SRHMAYREAMTRAYREMREHE. ROR: WELLELL)

Algorithms Equation Criteria
ROR = ad/bc lower limit of 95%
ROR 95% Cl = eln(ROR)tl.96(1/a+1/b+1/c+1/d)/\0.5 Cl> 1’ a>2

(@ (b)

PT name N ROR(85%CI) PT name N ROR(95%CI)

Dyspnoea® 240 (2.08 - 2.76) Dyspnoea® 241 : [ 2.74 (241 - 3.42)
Fatigue* 155 (1.32 - 1.81) Malaise® 184 : —— 228 (1.97 - 264)
Dizziness® 1.48 (1.19 - 1.83) Fall* 71 ! — 295 (254 - 3.44)
Fall* 1.93 (1.56 - 2.40) Faligue 167 et 1,06 (0.91 - 1.24)
Diarthoea 0.75(0.60 - 0.94) Asthenia® 128 Vo 2,05 (1.73 - 2.45)
Asthenia* 156 (1.24 - 1.96) Covid-19* 109 P —— 152 (1.26 - 1.84)
Malaise 1.10(0.85 - 1.43) Dizziness %0 — 1,04 (0.84 - 1.28)
Peripheral Swelling® 1.86 (1.41 - 2.46) Gait Disturbance® 8 o= 2.16(1.75 - 267)
Nausea 044(0.33-0.58) Peripheral Swelling* 7 P —— 2.05(1.64 - 256)
Peumonia 0.81(060 - 1.08) Diarthoea 59 ! 053 (0.41 - 0.69)
Acute Kidney Injury 0.98(0.73 - 1.31) Preumonia 57 — 1.28 (0.99 - 1.66)
Cough 1.10 (0.81 - 1.48) Pain 57 e | 049 (038 - 0.64)
Athralgia 068 (0.50 - 0.91) Memory Impairment® 49 — 146 (141 - 1.94)
Covid-19 0.86 (063 - 1.16) Pain In Extremity a7 e 0.83(063-1.11)
Decreased Appelite 1.21(0.89 - 1.65) Hypotension® 4 §o—— 1.97 (1.45 - 267)
Back Pain" 1.39 (1,02 = 1.90) Somnolence 40 —t 1.19 (0.87 = 1.62)
Pruritus 0.68(0.49 - 0.94) Cough a7 el 0.64 (047 - 0.89)
Rash 049 (0.36 - 0.68) Urinary Tract Infection 35 H— 1.20 (0.86 = 1.67)
Pain In Extremity 1.07 (0.7 - 1.48) Pruritus 38 ) 051 (037 - 0.71)
Chest Pain® 157 (1.12 - 2.18) Hip Fracture* £ H —_— 567 (4.04 - 7.94)
Hypertension 0.98(0.69 - 1.39) Back Pain 2 ew 0.78 (055 = 1.10)
Hypotension 0.82(0.58 - 1.16) Decreased Appelite 3 0.74 (052 - 1.05)
Syncope® 1.79 (1.24 - 2.58) Abdominal Distension* 31 —— 1.71(1.20 - 2.43)
Pain 042(0.29 - 061) Chest Pain 31 H—t 1.28(0.90 - 1.62)
Abdominal Distension® 2.36(1.63 - 3.42) Nausea 30w ! 024047 - 0.34)
Urinary Tract Infection 1.06(0.73 - 1.54) Insomnia 30 0.61(043 - 0.87)
Somnolence 1.00 (0.68 - 1.46) Thrombosis* 28 P 181 (1.25 - 262)
Sepsis 113(0.77-0.77) Athralgia 8 e ) 0.35(0.24 - 0.51)
Headache 0.33(0.22 - 049) Loss Of Consciousness® 27 — 1.49 (1.02 - 2.18)
Memory Impairment* 2.01(1.36 - 2.98) Abdominal Pain Upper 27 1 0,68 (0.46 - 0.99)
Insomnia 0.99 (0.6 - 1.48) Headache 2% = ! 0.22(0.15- 0.33)
Abdominal Discomfort 0.94 (0,62 - 1.41) Haemorrhage* 2 —— 151(1.03 - 2.23)
Asthriis* 2,08 (1.37 - 3.16) Hypertension 26 0.83 (056 - 1.21)
Dehydration 1.27 (0.84 - 1.94) Constipation 24 060 (0.40 - 0.89)
Abdominal Pain 0.51(0.32-0.80) Sepsis* 24 P 244164 - 365)
Pyrexia 0.27 (0.7 - 043) Sweling 24 ——t 1.42(0.95-2.12)
Gout* 7.50 (4,65 - 12.08) Anxiety 23 ! 045 (030 - 0.68)
Muscle Spasms 0.79 (048 - 1.29) Acthiis 2 H—— 1,34 (0.89 - 2.02)
Depression 0.79 (048 - 1.29) Abdominal Discomfort 21 =i 059 (0.38 - 0.90)
Blood Creatinine Increased 1.41(0.87 - 2.31) Dehydration 21 —_— 1.21(0.79 - 1.85)
Hypothyroidism* 2.55(1.56 - 4.16) Nasopharyngitis 2 059 (0.39 - 0.91)
Anaemia 042(0.26 - 0.68) Rash 20 = 1 027 (017 - 0.42)
Pneumonia Aspiration* 2.85(1.74 - 4.66) Celulitis* 18 o 2.80 (1.76 - 4.44)
Abdominal Pain Upper 0,65 (0.39 - 1.09) Depression 17— 048 (030 - 0.76)

H
Gastrooesophageal Reflux Disease 160 (0.95 - 2.71) Head Injury* 16 ! 2,86 (1.75 - 4.67)
Osteoarthitis® 2.56 (1.52- 4.33) Pyrexia® 16 H 2.50 (163 - 4.09)
Haematuria® 2.21(131-3.74) Muscle Spasms 15— 0.48 (0.29 - 0.80)
Septic Shock 1.34 0.79 - 2.26) Chest Discomfort 5 0.98 (059 - 1.63)
Joint Swelling 0.59 (0.35 - 0.99) Joint Swelling 18— 069 (0.41 - 1.14)
Urticaria 0.51(0.29 - 0.87) Gout* 15 i —_— 4.82(2.90 - 8.01)
50 100 o 10 50 160

Figure Al. Results of a subgroup analysis based on whether the reporting person was a medical professional. (a) Results based on
subgroup analysis of medical professionals. (b) Results based on subgroup analysis of non-medical professionals. N: Number of drug-
related PT; ROR: Reporting odds ratio; Cl: Confidence Interval; * indicates statistically significant signals in algorithm
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(a) PT name N ROR(95%C1) ( ) PT name N ROR(95%CI)
Dyspnoea® 342 2.77 (248 - 3.08) Dyspnoea® 8 ; — 2.75 (223~ 3.40)
Fatigue* 258 152 (134 - 1.72) Malaise® 72 : R — 267 (212-3.37)
Fall* 194 270 (234 - 3.41) Fatigue 62 de 1.21/(0.95 - 1.56)
Malaise® 167 2,07 (1.78 - 2.41) Fall* 60 ! —— 3.03 (2.35 - 3.91)
Asthenia® 153 1.81 (154 - 2.12) Asthenia® a4 Vo——— 218 (1.62-2.93)
Dizziness® 131 1.38 (1.16 - 1.64) Dizziness* 30 — 1.39 (1.01 - 1.90)
Covid-19" 1 1.22(1.01-1.47) Diarrhoea 37 e 0.90 (0.65 - 1.25)
Peripheral Swelling* 93 2.32(1.89 - 2.85) Covid-19* 3 — 1.49 (1.06 - 2.09)
Diarthoea o 0.59 (048 - 0.73) Peripheral Swelling® 32 P 2.37 (1.67 - 3.36)
Pneumonia 79 0.90 (0.72 - 1.13) Nausea 20— 82)
Hypotension 62 1.14 (0.89 - 1.47) Pain In Extremity* 28 — 12)
Cough 60 0.90 (0.70 - 1.16) Pain 27— 0.58(0.39 - 0.84)
Pain 8 0.33(0.25 - 0.43) Headache 20 —— | 0.47(0.30- 0.73)
Back Pain 57 1.25 (0.97 - 1.63) Preumonia R 1.14(0.73-1.77)
Pain In Extremity 5 1.03(0.79 - 1.35) Urinary Tract Infection 20 e 154 (0.99 - 2.38)
Athralgia 55 0,67 (0.52 - 0.87) Cough 18— 0.97 (0.61 - 1.54)
Pruritus 53 0.71(0.54 - 0.93) Somnolence® 18 — 172 (1.08 - 2.73)
Abdominal Distension* 51 2,62 (1.99 - 3.45) Pruritus 17—k 0,68 (0.42 - 1.09)
Somnolence 48 1.13 (0.85 - 1.50) Chest Pain* 17 | — 189 (117 -
Chest Pain® 48 1.40 (1.05 - 1.86) Arthralgia 16— 0.53(0.33-
Insomnia a7 0.95 (0.71-1.27) Memory Impairment* 16 e 173 (1.06 - 2.
Acute Kidney Injury 46 0,64 (0.48 - 0.86) Hypertension 16 —_— 133(0.81-
Nausea 44 0.36 (0.27 - 0.48) Back Pain T 0.98 (0.58 -
Urinary Tract Infection* 43 1,63 (1.21-2.21) Rash 13— 044 (026~
Hypertension 42 0.90 (0.67 - 1.22) Dehydration* 12 —_— 1,87 (1.06 -
Sepsis 42 134 (0.99 - 1.81) Arthitis* 1 — 1.85(1.02-

Hip Fracture* £ —_— 5.84 (4.2~ 8.08) Anxiety B == 067037~
Loss Of Consciousness 33 1.17 (0,83 - 1.65) Syncope* 1 P 245119~
Arthiis* S 214 (1.52-3.01) Alopecia 1 060(0.33-
Rash 32 033 (0.23 - 0.46) Abdominal Pain Upper 10 —=—— 077 (042
Dehydration 3 1.10 (0.78 - 1.57) Abdominal Discomfort 10 ——i— 0.81(044-
Headache 20 0.31(0.21 - 0.44) Chest Discomfort 10 —— 1.56 (0.84 ~
Abdominal Pain Upper 30 0.81(0.57 - 1.16) Hypotension 10— 0.98(0.52-
Thrombosis 29 1.33(0.92 - 1.92) Muscle Spasms 10— 0.97 (0.52-
Syncope 28 125 (0.86 - 1.81) Limb Discomfort® 9 —_— 345(1.79-
Gout* 28 —_— 434 (2.99-6.30) Nasopharyngiis 9 069036~
Abdominal Discomfort 27 0.78 (0.5 - 1.14) Hip Fracture* 8 3.97 (1.98 - 7.94)
Pyrexia 27 0.30 (0.21 - 0.44) Anaemia 8 0.86 (043~ 1.72)
Depression 27 0,63 (043 -0.91) Abdominal Distension 8 —_— 135 (0.67 - 2.70)
Anxiety 25 0.41(0.28- 0.61) Insomnia 8 0.57 (029 - 1.14)
Abdominal Pain 22 047 (031 - 0.71) Swelling T — 0.94 (045 - 1.98)
Haemorthage 2 0.76 (0.50 - 1.16) Haemorthage 7 — 170 (0.81 - 3.57)
Blood Creatinine Increased 22 1.11(0.73 - 1.69) Vertigo 3 —_— 165 (0.74 - 3.68)
Anaemia 21 0.49(0.32 - 0.75) Diabetes Melitus 3 —_-— 167 (0.75 - 3.73)
Celluiitis* 21 1.74 (113 - 2.66) Acute Kidney Injury 6 ——t— 0,64 (0.29 - 1.43)
Muscle Spasms 20 061(0.39 - 0.94) Haemoglobin Decreased 5 ——F———— 1.01(0.42 - 2.44)
Head Injury* 19 2.4 (1.56 - 3.84) Osteoarthitis 5 = 161(0.67 - 3.88)
Nasopharyngitis 19 0.54(0.34 - 0.85) Urlicaria 5 — 046 (0.19 - 1.11)
Contusion 18 1.10(0.70 - 1.75) Stress 5 —r 0.90 (0.37 - 1.75)
Chest Discomfort 18 0.91(0.58 - 1.45) Myalgia 5 it 0.58(0.24 - 1.39)
00 50 100 o 10 50 100

Figure A2. Results of subgroup analysis based on gender. (a) Results based on subgroup analysis of male. (b) Results based on sub-
group analysis of female. N: Number of drug-related PT; ROR: Reporting odds ratio; Cl: Confidence Interval; * indicates statistically
significant signals in Algorithm
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